all the other patients were well on the road to recovery.
There was then a lull, broken suddenly on February 3, when 5 cases appeared in one house of a large school for girls. By February 11, 22 out of 44 girls in that house were affected; and it had appeared in 14 girls, a housemistress and the cook of another house. There was an incidence of o to approximately 25% in other houses, and the most recent figures show 80 cases out of 1,000 girls in all. One or two have been sub-febrile for a day or two at the onset.
More cases were reported from the town after February 4, but the epidemic is once again dying away, and I could find no patient to show to the meeting to-day. Geographical incidence.-Cheltenham (population 65,000) is the only town affected in North Gloucestershire. The City of Gloucester (64,000) and the towns of Tewkesbury (5,000) and Stroud (16,000)-all within about 12 miles-have produced no cases.
Cheltenham itself is divided into approximately two halves by the High Street, running East to West. At first most of the cases were thought to be North of the High Street, but recently many have appeared in the Southern portion, which is on the whole less thickly populated and includes the girls' school mentioned above.
Two large schools for boys have shown no cases among boarders, and so far only one in a day-boy.
Causes.-The broad possibilities in this epidemic seem to be three: (1) An infection.
(2) An irritant applied externally. (3) A toxin, ingested or inhaled.
Infection: If this is the cause, the incubation period would be that between the two waves, namely about three weeks; but it is very hard to explain: (a) The absence of cases in near-by town or villages.
(b) The different-attack-rate in different houses of the same school. For instance, House X has 50 % incidence; House Y close at hand with the same type of population at risk and mixing freely with House X in school, has no cases. Other houses have a varying number of cases, but all appeared within a week or ten days. It is necessary in any event to suspect the water supply as a possible vector of infection, toxins or irritants, and in this connexion it is possible to divide the town into two areas-A and B. Area A, comprising about a quarter of the town, receives its supply solely from source A. Area B, the rest of the town, receives water from spurce A in varying amounts, but also receives it from a second source B.
Source A also supplies water to Tewkesbury and some parts of Gloucester; source B supplies only Cheltenham.
It is possibly significant that all cases so far have occurred in area B; none in areas supplied by source A alone.
All the water is chlorinated, and is usually bacteriologically sterile. Some derivative of chlorine is a possible cause, but it is strange that no such epidemic ever arose as a result of heavily chlorinated Army water.
Once again, the grossly different incidence in neighbouring houses of the girls' school on the same water supply, makes water an unlikely cause.
[POSTSCRIPT.-House Y with no cases, has subsequently been found to be on the-very edge of the suspected supply, and at times may receive water only from source A, which is not under suspicion.] External irritants: These include water-again unlikely, and soaps used either at home or at laundries. Soaps used at home will not be the cause, in view of the explosive onset in nearly all parts of the town; and inquiry shows that a number of the~patients do not patronize laundries.
Again, in the earliest stages, the horny layer shows no sign of damage. 12 460 13 Section of Dermatology 461 Toxins, including allergens: (a) Inhaled toxins: These can be ruled out because of the wide distribution of cases.
(b) Ingested toxins: It is possible that detailed studies of the diets and shopping habits may reveal some common factors. Such studies are being carried out at present by the Medical Officer of Health, particularly in the girls' school where the population is under close observation.
In possible support of the idea that foodstuffs are responsible is the fact that only one case has been seen in an infant at the breast or bottle-fed: one would have expected such infants to be particularly susceptible to infections or external irritants.
Comment.-Early in the epidemic, Dr. G. B. Dowling to whom I am very grateful for much help, and who has examined a number of the patients, drew my attention to the paper by Schuppli (1947) , in which he reported an outbreak of follicular keratosis in Basle in 1946. Comparison of Schuppli's description and photographs with the patients affected in the present outbreak makes it seem probable that we are dealing with the same entity: the only differences are as follows:
(1) Schuppli's cases seem often to have lasted more than two months: with one or two exceptions, ours have cleared in ten days at the most.
(2) Schuppli reported some peculiar variants in the later stages of the epidemic; these have not yet been seen here.
Schuppli discussed the possible relationship of his epidemic to those reported by Brooke in 1893 , Rocamora in 1922 and Gougerot et al. in Paris in 1944 , and it would seem that the later epidemics may well correspond one with the other.
In spite of exhaustive enquiries, Schuppli was unable to find a cause for his epidemic, which lasted through much of the year 1946, and died away in the autumn.
POSTSCRIPT. -March 30, 1952: Dr. Morley, Medical Officer of Health, Cheltenham, informs me that a certain reservoir, forming part of source B, was brought into action after three months' disuse on January 5. The subsequent course of events was as follows:
Reservoir on January 5. First cases January 7. Off January 13. Last cases January 14. 'On February 1. More cases February 3. Off February 15. Last cases February 17.
It was turned on again from March 3 to 23, and 6 cases-some of them relapses-were reported from the girls' school on March 7, 8 and 10, but I am only aware of one outside the school, who was affected on March 7. It therefore seems reasonable to suspect the reservoir in question of brewing some allergen, and that the latter has now become diluted, or the population immune. *Dr. D. S. Wilkinson has made the interesting suggestion that this might be a cercarial dermatitis, as described by Cort (1950 Cheltenham, for much of the epidemiological information in this paper, and for the photographs.
The President: We are grateful to Dr. Bowers for bringing this very interesting epidemic to our notice. He kindly asked me to see some of the cases, I was very glad to do so, but I have nothing to add to his remarks.
Dr. R. T. Brain: Was there any question of swimming bath contamination? I have seen children with a marked follicular keratosis in the summer which I related to chlorinated bath water.
Dr. John Savage: I was talking to Dr. Ferguson Smith, who had to leave before the discussion. He said he remembered the Basle cases and he understood the cause was proved to be chlorine-impregnated grease-proof food-wrapping paper.
The President: Was it suggested that this was externally produced or that the food was contaminated in some way?
Dr. John Savage: He did not say definitely but I gathered it was the chlorine-contaminated food which caused the trouble.
Dr. R. E. Bowers: I have not inquired about the swimming bath but I do not think the Girls' School does swimming at this time of the year. Furthermore I have seen an affected-infant of only ten weeks. With regard to Dr. Savage's suggestion of grease-proof wrapping paper 1, will make inquiries. I have not been into that aspect.
POSTSCRIPT ( Mr. C. L., aged 81, states that his general health has been good in spite of operations for removal of adenoma of the prostate and repair of an inguinal hernia nineteen years ago, and the occurrence eight years ago of a gastric ulcer. He gives no history of injury to the scalp but about twenty years ago he first noticed a small swelling on the right anterior part of the scalp which gradually increased in size, and in its earlier stages was apparently translucent. Fourteen years ago it broke down discharging blood and "coffee material", and this has happened several times since. Two years ago the swelling was lanced but has since slowly increased in size. Following the shock of his daughter's sudden death, eight months ago, he observed a pink discoloration on his forehead which has graduallv spread downwards on to his face. He has experienced a burning sensation at times over his face and stiffness of the eyelids. There has been some loss of weight during the past year.
Family history.-One son has died of a pathological fracture of the leg due to secondary neoplasm and a daughter has died following an operation for an "ulcer of the rectum". On examination.-There is a tumour on the right anterior parietal region of the scalp measuring 3.5 x 3 5 x 1 6 cm. It is of irregular outline, firm but slightly fluctuant, not attached to the underlying bone, and covered with normal skin except on its right margin where there is a superficial ulcer spreading on to the scalp, measuring 1-3 x 2-6 cm. Over the left vertex and passing backwards towards the occiput, there is an S-shaped infiltrated erythematous band on which a few hairs are growing.
Spreading down over the face from the upper forehead as far as the neck, but sparing the distal one-third of the nose, the upper lip and the area below a line drawn from each angle of the mouth to the corresponding angle of the jaw, is an erythematous eruption with a definite circinate and slightly raised margin. There is infiltration of the affected skin, especially the eyelids, which are prevented from opening fully. Eyelashes are still present. Over the affected region are several areas of normal skin, the largest being above the left eyebrow. Telangiectases are also visible.
The lymph glands of both posterior triangles are enlarged, some having already become matted together. No lymphadenopathy can be detected elsewhere. Apart from some seborrheeic warts, the rest of the skin is normal. General examination fails to reveal any gross physical signs. Comment.-The first reported case is that of Ktittner (1924) who named the condition Erysipelas carcinomatosum, a term since discarded as being genetically incorrect. The name Carcinoma erysipelatodes was first used by Rasch (1931) . In the English literature 6 cases are recorded, 1 each by Parkes Weber (1933), and Vonno (1933), who both favour the term Carcinoma telangiectaticum, 2 by Gordon (1932 and 1937) , and one each by Goldsmith (1929) , and Barber (1932) .
It is interesting that all were female patients and that the condition was either associated with a primary carcinoma of the breast or with Paget's disease of the nipple. In all but one case the skin manifestations occurred close to the primary growth-the exception being Goldsmith's case where blood-borne metastases appeared in the skin of the scalp.
In the present patient no primary neoplasm could be found in the common visceral sites, e.g. breast, stomach, lung or colon, so that it would appear that the primary must have developed in the wen or atheroma which has been present for some twenty years.
Although Shattock (1897) pointed out that the common wen was a cyst, arising in most cases from a hair follicle and not from a sebaceous gland, a confusion of terms has since existed in the literature. Love and Montgomery (1943) , in their paper on epithelial cysts, studied 271 cases seen in the Mayo Clinic during 1939-40. Histological examination was performed in 88 cases showing 51 to be epithelial cysts of which 2 were of traumatic origin. 4 cases (15 % of the total), showed malignant changes: 2 of these were basal-cell carcinomata arising from sebaceous cysts and 2 were squamous-cell carcinomata arising from true epithelial cysts. They concluded that trauma and irritation played a minor role in the development of malignant changes. Caylor (1925) reviewed 236 cases of sebaceous cysts without making the distinction between these and epithelial cysts and stated that 3.400 showed malignant changes. Other American authorities have produced even higher rates of malignancy but similar figures have not been recorded amongst those cases reviewed in this country.
It is my opinion that in the present case an epithelial cyst, having been present for some twenty years, has undergone malignant changes as shown by the trabeculated polygonal carcinoma cells found at biopsy. Neoplastic cells have then spread by the lymphatics to glands in the neck and to the skin of the greater part of the face; further invasion of the blood capillaries has given rise to telangiectases. Eighteen years ago she noticed a non-irritating scaly patch on the right buttock. Since then, similar scaly areas have developed on the buttocks, thighs, trunk and arms. The most recent lesion appeared a year ago at the back of the left thigh. The patches have never disappeared completely, although temporary improvement followed a course of ultraviolet light.
Parapsoriasis
She first attended hospital eighteen months ago, because of increasing irritation on the buttocks, and she had also noticed that these lesions had become brighter in colour during the last few months.
On examination.-There are numerous erythemato-squamous plaques on the trunk and limbs. The face, hands and feet are spared. The majority of the plaques are yellow in colour, and the surface is covered with small adherent scales. They are of varying size and irregular shape, and coalescence of the plaques has produced polycyclic lesions. There is no infiltration. On the upper part of the left thigh there is a retiform lesion, the meshes are erythematous and the skin is atrophic. On the buttocks the lesions are similar. There is telangiectasia and adherent scaling, and the skin is pleated like cigarette paper, although there is no atrophy. Biopsy (Dr. I. Whimster) from the right buttock shows: Epidermis: Slightly hyperkeratotic and hyperplastic. The basal layer is largely depigmented, and contains many vacuolated cells.
Dermis: Occupying the upper third, there is a band of inflammatory cells and very numerous melanophores, and in this region the connective tissues are degenerate.
Comment.-The majority of the lesions are typical of Brocq's parapsoriasis-en-plaques, but on the buttocks and upper part of the left thigh they are of the rare retiform variety. These lesions closely resemble poikilodermia atrophicans vasculare, although there are no lichenoid papules characteristic of that condition. The patches on the buttocks and thigh remained unaltered for over sixteen years, and then the patient noticed the colour change, and complained of increasing irritation.
These symptoms may be significant. Lapiere (1948) attempted to distinguish between the parapsoriasis of Brocq and the clinically similar premycotic erythema. He was able to show that there are certain features which favour a diagnosis of a premycosis, and among these he mentions the development of a reticulated appearance and the onset of pruritus. Keil (1938a and b) reviewed the literature, and came to the conclusion that Brocq's parapsoriasis-en-plaques, and the retiform type with its transitions into poikilodermia represent phases of a single condition that terminates in mycosis fungoides.
In view of Lapiere's work, I think this is a premycosis, and it seems probable that the lesions will first develop into a poikilodermia atrophicans vasculare before their final evolution into mycosis fungoides. [March 20, 1952] Febrile, Relapsing, Nodular, Non-suppurative Panniculitis (Weber-Christian).-J. E. M. WIGLEY, F.R.C.P., and 0. L. S. Scorr, M.R.C.P. Married woman, aged 43. Admitted to Charing Cross Hospital in February 1952, under the care of Dr. R. A. Hickling. She has suffered from vague ill-health for the past four years, which has been more noticeable in the past two years. Nine months ago she developed sharp pain in the right subcostal region, and this was followed within four weeks by the appearance of lumps on the legs. Since then other lumps have appeared on all four limbs, buttocks and chest, and they have tended to appear in crops. She has also suffered from diarrhoea during this time and fever. The former has been shown to be due to steatorrheea. Histology of a recent subcutaneous nodule has been reported upon by Dr. H. Haber, who considered it to be consistent with a diagnosis of Weber-Christian syndrome, and drew our attention to a fatal case described by Bjornstad which had some similar features.
The disorder consists of recurring episodes of fever and the appearance of numerous tender, often painful, subcutaneous nodules. The nodules consist of non-suppurative inflammation and necrosis of the subcutaneous fat and other regions. The title "relapsing, nodular, non-suppurative panniculitis" was proposed by Dr. Parkes Weber in 1925 when he showed a case to the Association of Physicians in Belfast. In 1928 Christian rightly added the adjective "febrile" when he described his case which relapsed tdn times in five years. Since then 44 cases have been reported. Its importance lies in the fact that it may pass unrecognized, may lead to severe disability, and in 6 cases it has terminated fatally.
The nodules in this case appear, as typically, in crc2s. At first they are only palpable and tender, later become red and visible, then darker red, brown and scaling, and finally in some cases break down and ulcerate (Fig. 1 ). If there is no ulceration the nodule heals with a puckered scar. This patient has had a low-grade fever for the past three months which rises to about 1000 F. at night. She has lost about 2 st. in weight.
The interesting features of this case are the blood counts and the steatorrhoea. She has a macrocytic anemia with moderate anisocytosis, poiki-locytosis and polychromasia (Hb 79%, R.B.C. 3 -6 million per c.mm., C.I. 1 -09). This state of affairs has been found in several other cases and may be explained by the fatty degeneration and necrosis of the liver that has been seen in 4 cases post mortem.
Her steatorrhoea is due to failure of absorption of split fat (split fat 56, unsplit fat 8, total fat 64 grammes % of total dry weight). This symptom has not been noted in other cases, but it is probably caused by involvement of the intestinal wall and mesentery. These regions showed necrosis of fat and infiltration with macrophages in the case reported by Mostofi and Engleman (1947) at postmortem, and our patient may be similarly but more severely affected.
Finally, the white blood count shows changes suggestive of giandular fever or lymphatic leukemia (W.B.pC. 15,1 h00; Neutros. 30fee5, lymphos. 54 -5, monos. 15%). We are unable to account for this.
Treatment has not yet been started but it is proposed to try a course of sulphapyridine which proved helpful in a case described by Arnold. It appears to have actedalhost specifically on five separate occasions, and the other sulphonamides proved less useful.
POSTSCRIPT (April).-The patient was given a course of sulphapyridine for five days which made her extremely ill and produced no improvement. She was then given a course of chloramphenicol: 500 mg. six-hourly for ten days followed by 250 mg. for four days. Rapid improvement coincided with the administration of the antibiotic and all the ulcers, including the large one on the thigh, were practically healed within a fortnight. Her blood count remains unaltered. It is hoped to publish fuller details later.
cells. There are characteristic oil cysts lined by foamy histiocytes which are also found lying between the fat cells. Many histiocytes have also disintegrated as seen by nuclear debris. There are also several giant cells of the foreign body type and large vacuolated endothelial cells.
A marked inflammatory reaction within the interstitial spaces of the tissue consists of plasma and round cells. The infiltrate continues along the blood vessels right up to the subepidermal part of the corium. The corium itself shows cedematous separation of its bundles which appear to be sclerosed. There are also many monocytes which exhibit different stages of differentiation to lipophages. The blood vessels show proliferation and one vessel lying within the adipose tissue is obliterated. The epidermis shows changes of an eczematous type. The diagnosis is nodular non-suppurative febrile panniculitis (Weber-Christian).
Dr. B. Schwartz: In the case I showed in December (Proc. R. Soc. Med., 1952, 45, 174) large numbers of the nodules had actually ulcerated and broken down. Chloramphenicol was used in that case, with quite remarkable results. The lesions healed completely at first and the patient remained reasonably well and ambulant subsequently. A current relapse is again being treated with chloramphenicol. It is probably worth trying here.
Woman, aged 52. She was perfectly well until seven months ago. After a dental extraction and fitting of new plastic dentures she developed gradually increasing pain and difficulty with eating, noticed a waxy thickening of the palms, and was troubled with a persistent lacrimation. She has lost weight, has had vague indigestion and has noticed the appearance of warty growths, pigmentation and thickening of the skin of the waist and flexures. Biopsy of the skin from the axilla shows appearances compatible with acanthosis nigricans. Biopsy of one of the enlarged glands in the left supraclavicular fossa shows squamous-cell carcinoma and also numerous melanin-laden phagocytic cells. It is considered most likely that there is a primary bronchogenic carcinoma. No evidence of neoplasm has been found despite careful clinical investigation, barium meal, repeated X-ray of chest, and histamine test meal.
This case shows involvement of the conjunctiva and buccal mucous membrane and tongue. The main and original symptoms have been pain and difficulty with eating. These have been controlled by mouth-washes before meals with 0 05 % percaine in normal saline. This has enabled her to take a high-protein, semi-solid diet which included casein hydrolysate, and massive doses of vitamin A, viz. 150,000 1.I. daily. Her general condition improved greatly. Her tongue showed the greatest change, for when first seen its surface resembled and could be parted like the pile of a carpet. Whether this change in the mucous membrane of the mouth was caused by the treatment it is impossible to say.
Another feature of this case is the presence of the melanin-laden cells in the cervical glands removed for biopsy. I have not been able to find reference to this occurring in other cases of acanthosis nigricans, and the cause is obscure. The four most plausible theories regarding the origin of acanthosis nigricans are: firstly, involvement of the abdominal sympathetic nervous system or adrenal glands; secondly, toxaemia from neoplasms giving rise to altered response to light; thirdly, avitaminosis; and, fourthly, endocrine disturbance. None of these theories will explain all the cases. Curth, H. 0. (1948, Arch. Derm. Syph., Chicago, 57, 158) , in the most detailed study of the literature so far, including some cases of her own, states that she believes there is no difference between the juvenile, so-called benign form and the adult, socalled malignant form of acanthosis nigricans. She postulates a common origin for both, and considers it possible that there is a genetic relation between them and cancer-particularly "gland pancer". She states that the "role of cancer in family histories of patients with acanthosis nigricans, the type of cancers that have been associated with acanthosis nigricans and the chronologic independence of the two conditions are supporting evidence". Acanthosis Nigricans.-B. SCHWARTZ, M.D. C. G., aged 45. Lorry driver. Attended the Skin Department at Central Middlesex Hospital in February 1952 for removal of the multiple warts on his forearms. These were first noticed in July 1951, and had been increasing in number since. There were no subjective symptoms.
Had been successfully treated for a contact dermatitis in May 1951. The hands and forearms only were affected and the rest of the skin was clear. 30.8.51: At operation a carcinomatous growth involving the middle and lower thirds of the stomach was found. There were numerous secondaries scattered over the peritoneum and biopsy of one of these showed omental fat infiltrated by anaplastic adenocarcinoma. In addition there were three metastases in the gall-bladder but none in the liver or any other abdominal viscera. A palliative gastro-enterostomy was performed.
Family history.-Nothing significant.
On examination.-There is hyperpigmentation chiefly of the face and neck, the axilke and the groins. On the pigmented areas are numerous warty growths of varying size with a particularly large plaque at the right wrist. The close-set lesions on the hands have given these a velvety appearance.
There are papillary growths around the mouth and extending on to the mucous membrane and also on the sides of the tongue. There is no excess pigmentation in the mouth. Two points in this case are worthy of record.
Firstly, because of his previous attendances in the Skin Clinic one can accurately place the time of onset of the skin condition between June and August 1951, i.e. at a time when his abdominal malignancy must have been well advanced.
Secondly, a gastroscopic examination was made by Dr. Avery Jones on 27.2.52, when the stomach was seen to be rigid and not distensible and the antrum almost completely obstructed. There was no ulceration of the stoma and no evidence of any papilliferous growths.
In the past most of these cases have been associated with a glandular type of carcinoma. It would therefore be interesting to know what the final pathological diagnosis is in Dr. 0. L. S. Scott's case.
The following cases were also shown:
